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U.S. Application No.: 09/926,41 1 

Reply to Office Action dated January 15, 2004 

REMARKS 

Present Claims 2-4, 6, and 8-12 relate to methods for treating a dry eye, comprising 
ocular administration of an effective amount of a macrolide compound to a subject in need of 
the treatment of dry eye. 

The inventor has surprisingly found that occular administration of a macrolide 
compound is effective for the treatment of dry eye. The cited reference contains no disclosure 
or suggestion of the presently claimed methods. Accordingly, these reference cannot affect 
the patentability of the present claims. 

The rejection of Claims 2-12 [sic, Claims 2-4, 6, and 8-12] under 35 U.S.C. § 102(b) 
in view of U.S. Patent No. 5,770,607 (Honboetal) is respectfully traversed. Honbo et al 
discloses aqueous eye drop suspensions of a tricyclo compound, including FK506, and their 
use for the treatment of vernal conjunctivitis as an autoimmune disease in the ophthalmic 
field. On page 3 of the Office Action, the position is taken that vernal conjunctivitis is 
another name for keratoconjunctivitis, and a printout of a page from www.my.webmd.com is 
cited as support for that assertion. 

However, the referenced page from www.my.webmd.com does not support the 
equivalence of vernal conjunctivitis and keratoconjunctivitis. Instead, this web page only 
teaches that "seasonal conjunctivitis" and "keratoconjunctivitis, vernal {i.e., vernal 
keratoconjunctivitis)" are synonymous. As is well known, the adjective "vernal" means "of, 
relating to, or occurring in the spring." See, the entry for "vernal" from Webster's Ninth New 
Collegiate Dictionary, Merriam- Webster, Springfield, MA, p. 1310 (1988) filed herewith. 
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In the case of "'vernal conjunctivitis" and "vernal keratoconjunctivitis/' the term 
"vernaF means that the condition is "a seasonal allergic disorder usually appearing during the 
spring or warm weather." See, page from www.my.webmd.com supplied by the Examiner. 
Thus, to be precise, "vernal conjunctivitis" is a seasonal allergic diseases involving 
autoimmunity. 

In sharp contrast, the term "dry eye" as used in the present invention is defined to 
mean "a condition wherein lacrimal fluid is less in amount or abnormal in quality, with or 
without the presence of corneal and conjunctival lesion (Yamada, M. et aL, Folia Ophthalmol. 
Jpn., 43, 1289-1293 (1992) )." See, page 1, lines 8-11, of the specification. Thus, the vernal 
conjunctivitis of Honbo et al is a very different disease from the dry eye, which is the target 
disease of the presently claimed methods. 

Accordingly, Honbo et al does not disclose any method for treating dry eye or 
therapeutic effect on dry eye. Accordingly, this reference cannot anticipate the present 
claims. 

Moreover, there is no teaching in Honbo et al which would suggest that administration 
of a macrolide compound would be useful for the treatment of dry eye. Accordingly, this 
reference cannot make the present claims obvious. 

For these reasons, the rejection should be withdrawn. 

Lastly, Applicant wishes to thank Examiner Azpuru for returning an initialed copy of 
the Form PTO 1449 filed with the Information Disclosure Statement filed on August 7, 2003. 
However, Applicant notes that References AA, AB, AC, AD, and AY were not initialed. 
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Since Reference AB was discussed in the Office Action, Applicant presumes that the failure 
to initial References AA, AB, AC, AD, and AY was simply a clerical error. Accordingly, 
Applicant is submitting another copy of the Form PTO 1449 filed with the Information 
Disclosure Statement filed on August 7, 2003, so the Examiner can place his initials next to 
References AA, AB, AC, AD, and AY and return a copy of the initialed form with the next 
communication from the PTO. 

Applicant submits that the application is now in condition for allowance, and early 
notification of such action is earnestly solicited. 



Respectfully submitted, 



OBLON, SPIVAK, McCLELLAND, 
MAIER & NEUSTADT, P.C. 




Stephen G. Baxter, Ph.D. 
Attorney of Record 
Registration No. 32,884 
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1310 verge • verset 



: l^L^iu n 5? 1 0l i ga " of an _ y of van ous invertebrates 2 a 
. something that borders, limits, or bounds: as (!) : an outer marcin 
i>f an object or structural part (2) : the edge of roof covering (as t " 
mg) projecting over the gable of a roof <jj Brit : the shoulder of a 

ffiu&i^W"™* <a C ° Unlry °" lhC ~ ° f d — io " - 
*verge vi. verged; verg-ing (1787) 1 : to be contiguous 2: to be on the 
verge or border f c 

3 n Rm W \ er 6 ed ;/e r 8" in g [L ^ to bend, incline - more at wrench] 
UbtO) 1 a of the sun : to incline toward the horizon : sink b • to 
move or extend in some direction or toward some condition 2 - to be 
in transition or change ODe 
verg-er \V3r-jar\ n (15c) 1 chiefly Brit : an attendant that carries a 
verge (as before a bishop or justice) 2 : a church official who keeps 
order during services or serves as an usher or a sacristan 
ve.nd.i.cal \vs- rid-i-k 3 I\ ad/ JL veridicus. fr. verws true + dicere to sav 
— more at very, diction] O 653) 1 : truthful, veracious 2 : not 
ly TkZ-)\t\a^ E ~~ Ve - r,d " i * ca, ' i - t y WW-a-'kal-at-eA n - ve-ridAcril 
1 £flE^^ ^ML^?f ^ -rified - 



. r . "''r. \ uuy vu^jy : capable ot being 
ver.i.fi.abiM.ty X.ver-g-.fi-a-'bil-at-eX n — ver-i-fi-able-ness % 
'er.i.f i-ca-tion \.ver-3-f3-*ka-sh3n\ n ( • - - 
ing : the state of being verified 
verify Vver-a-.fTX vt -lied; -fy-ing [ME verifier*, fr. MF ver/7>er, fr ML 



1 1 523; : the act or process of verify- 



verificare. fr. L yerus true — more at very] (14c) 1 : to' confirm ~o7 
substantiate in law by oath 2 : to establish the truth, accuracy^ or 
reality of syn see confirm — veM.fi.er \- ( fi(- 3 )r\ n accur acy, or 

ver.i-ly \ ver- 3 -le\ adv [ME verraily. fr. verray very] (14c) 1 • in truth 
: certainly 2: truly, confidently yj ' " uth 

V t e Ki* S J m "" lar \» ver : 3 - ,sil ?-^)i3r\ ad/ [L verisimilis] (1681) 1 : having 
mlra^ 2 : <W« «««« - art of 

veri.si ; miM.tude \-S3- , rnil-p- ( t(y)ud\ n [L verisimilitude, fr. verisimilis 
verisimilar, fr. yen similis like the truthj (1603) 1 : the qua ity or s7ate 

Sou^rinT^V^ 2 ^""hing verisimilar - yffiK 

nous \-,mil-3-t(y)ud-n3s, - a n-as\ adj 
TIroS Vvi( ? )r :i iz.3m , \efc)r-\ n [ft vemmo, fr. vero true, fr. L verus] 

11 ul ' - artls 1C us * of contemporary everyday material in preference to 

vefrr s ^c ,C \v°i^ ~ ™* \-t P \ „ or adj - 

ve-ris-mo Ava-'rez-OmoX n [It] (ca. 1915): verism; also : realism 3 

fY;V?h bl fh Vver " 3t '^ b3i \ fl ^ [ , ME * fr MF ' fr ' ver/rel (15c) being in 
fact the thing named and not false, unreal, or imaginary — often used 
to stress the aptness of a metaphor <a ~ mountain of references) sin 
i e ?i ^ T v HENTIC .— WM.ta-ble.ness n — ver-i-ta-bly \-ble\ adv * 
ve-rute \.ver- ? -'ta\ n [F, truth, fr. MF verite] (1966) : the art or tech- 
nique ot hlming (as a motion picture) so as to convey candid realism 
verity \'ver- 3 t-e\ „ pi -ties [ME verite, fr. MF ?v"r/?| ir L STL- 

7 Ue) 04C> 1 : ^ he qua,if y or state of b ^"e true or real 2 
? h,n8 ( f S a / tat t ment) ^ at ,s ! ™e; «P : a fundamental and inev- 
^ L^ UC rf IUC <SUCh e J e : nal verities as h °nor, love, and patriotism) 

trUthful ° r « he ^ng-becomini 

7i r 2S 1Ce i Vv t t r ' JUsX " [ME ver/us, fr. MF, fr. verr lit., green juicel 
(14c) 1 : the sour juice of crab apples or of unripe fruit (as crapes or 
apples); also : an acid liquor made from verjuice 2 : ac di?y of dispo- 
sition or manner 'uhj- ui uispo 

'er.meil n [MF, fr. vermeil, adj. — more at vermilion] (15c) 1 Wsr- 
mal, -,mal\ : vermilion 2 \ve( 3 )r-'ma\ : gilded silver — vermeil adi 
<F™fo™/° m [NL ' f " LL ' fn L Wrm " ~ m ° re at WORM] : w^rm 
er.mi.ceMi N.var-rna-'chel-e, -^selA n [It, fr. pi. of vermicello dim of 
verme worm, fr. L vermis] (1669) : pasta mkde in long solid strings 
smaller in diameter than spaghetti firings 

^!; C » d fo X, y?V m3 V sIt J X " ( t ,849) : an a e en » destroys worms 
ennnc.u.lar \Q™-'™k-y*ter\ adj [NL vermicularis, fr L vermiculus 

^^rmi^S 0 /. 7 ^ \ V resemb,i "g a w orm in form or motion b 
. VERMICULATE 2 : of, relating to, or caused by worms 

or ver.micu.lat.ed V,lat- 3 d\ adj [L verm/c W /a/u5, fr. 
yerm/cu/ U 5] (1605) 1 a : vermiform b : marked with irregular fine 
3" e Ln r n7'l h WaVy ,m P ressed lines < a - nut) 2 : TORTUOUS fNVOLU?E 
3 . full of worms : worm-eaten — ver.mic.u.la.tion V.mik-ya-'la-shanV 

er : m ' C ;?* ,ite \t> v 3«"- , niik-y3- 1 Iit\ n [L vermiculus little worm] (1824) 
. any of vanous micaceous minerals that are hydrous silicates resultine 
usu. from expansion of the granules of mica at high temperatures ^o 
give a lightweight highly water-absorbent material iem P eratures *° 
er.mi.form Vvar-ma-.formX adj [NL vermiformis, fr 
rorrnj (ca. 1730) : resembling a worm in shape 

ermiform appendix n (ca. 1778) : a narrow Blind tube usu. about three 
^aJro^rorrhe^aoo^n 6 " 6 ^ 5 ^ CeCUm in ^ ^ ^ 

;I^V i e i V / y3r ' m ^ ,fyii - iN fl *tP r °t>. fr. (assumed) NL vermifugus, fr. 
>ermi- + Lfugare to put to flight — more at -FUGE] (1697) : serving to 
iestroy or expel parasitic worms: anthelmintic— vermifuee n 
2r.m1l.1pn also ver-miMion Xv^r-'mil-ysnX n [ME vermilioun, fr OF 
>ermeillon, fr vermeil adj bright red, vermilion, fr. LL verm cuius 

ne7?.m ! r^.VrH Ml f U4c) *' 3 bright red P^ ment consisting of 

nercunc sulfide; broadly : any of various red pigments 2 : a variable 
:olor averaging a vivid reddish orange 

^«l n „^^^ "V / ?/ T vermin r ME » fr. MF, fr. (assumed) L vermin-, 
ermen worm, akin to L vermis worm — more at worm] (14c) 1 a 

small common harmful or objectionable animals (as lice or fleas) that 
re difficult <o control b : birds and.mammals that prey on game 2 

an offensive person H y ^ 

fi??hy ^ p»r£SS % breeding place for or infested by vermin 
filthy <~ garbage) 3 : caused by vermin disease) 
r-mouth \v 3r - muth\ n [F vermout, fr. G wermut wormwood, fr OHG 
>ermuota ~ -more at wormwood] (1806) : a dry or sweet aperitif winl 
avored with aromatic herbs and often used in mixed drinks 
er.nacu.lar \v 3 (r)-'nak-y;v| 9 r\ adj [L vemaculus native, fr. vema slave 
^ master's house, nativej ^1601) 1 a : using a language or 
lalect native to a region or country rather than a literary, cultured, or 



vermi- + -form is 



I?InirrH a ? gUage b : , re,atl "e «o. or being a nonstandard or su(. 
ri?H- J\ Jan ^" a e e or dialect of a place, regfon, or country « !. f 
t« S 13 8 V 5, ° r ^'"^ • the l normal spoken form of a language 2 : a PP hr, 
o a plant or animal in the common native speech as distinguished L„ 
the Latin nomenclature of scientific classification 3 : of, relatinu h. 
or characteristic of a period, place, or group; esp : of, relating to ... 
being the common building style of a period or place — ver.naou.lar'l? 

'efnr^inn "i 17 ^ 1 U 3 v f ernacu,a r language, expression, or mode 
expression 2 : the mode of expression of a group or class 3 : a v,-, 
nacular name of a plant or animal 
V word C orid. r om ,n \ V3(r) - ,nak - V3 - I ^ riz ^\ « ^a. 1846) : a vernacuhn 
ver-nal \'vorn- 3 l\ adj (L verno/w, alter, of v e r nU 5 f fr. ver spring; akin h 
Gk ear spnng] ( 1 5j4) 1 : of, relating to, or occurring in the "spring 

Sl-^^^ frCSh ^ ^ YOU^ II 

ver.nal.iza-tion \ ( v 3 rn- 3 l. 3 .'za.sh 3 n\ n (ca. 1932) : the act or process ,» 
hastening the flowering and fruiting of plants bv treating seeds, bulbs 

«Li ff?v'. neS S ° 3 , aS - x ? Induce a shortening of the vegetative period — ver- 
nai*ize \ vsrn- l-,iz\ vt . 

V «« n «f IOn \ ( - )v3r -'n 5 -sh3n\ " [NL vernation-, vernatio, fr. L vernuiu, 

?P™?L«!l«^fV 0 r beha , Ve 35 in . s J? rin ^ f r- ^rnus vernal] (1793) : il, t 
arrangement of foliage leaves within the bud 

in r w!" S ■*"! ^ v e(»)r : narz-\ n [Karl A. Verner] (ca. 1892) : a statemen. 
in histoncal linguistics: in medial or final position in voiced environ- 
ments and when the immediately preceding vowel did not bear ih, 
Pe r « f^ a Jti^c e ?V n P !- oto - ,n .do-European, tfie Proto-Germanic voic- 
S« l^l » S /' K a Z d X J* e L lVe £ fr0r " the Proto-Indo-European voic- 
riSJ \ f£L P i> ' » a "? 5 a ^ d lhe Prot °-Germanic voiceless fricative s de - 
rived trom Proto-Indo-European s became the voiced fricatives b, 6 u 
and r represented ,n vanou s recorded Germanic languages by b, d, ' K . 

V vJ^iwL e f? r M/' na ' C,e V??[: n [- k *}\ n t ME ^nicle. fr. MF veroniqur. 
vermcle. fr. ML veronica] ( 14c) : 2 veronica 

V!, 9r " na " 3rN L n t Pi ? rre ^"'■e''] <ca. 1766) 1 : a short seal.- 
nJr?c S ll?S- a -°- n8 th « divisions of a graduated instrument for indicai- 
hJL^S t °L d,V!S ; 0ns } a : a smaM auxiliary device used with a main 
device to ob am fine adjustment b : any of two or more small supple- 
mentary rocket engines or gas nozzles on a missile or a rocket vehicle 

nuitTX 1 " 8 n C ad J us,men,s in ,he s P eed or course or controlling tin 
attitude — called also vernier engine 
2 vernier adj (MBS) : having or comprising a vernier 

\ e Tj t a , f e f f " (ca - 187 5> : a measuring device that consists of a main 
I ? c h v XCd Ja . w - a ? d a sliding jaw with an attached vernier 

fn^r;1^ e ^ Ver " n ' ¥ zh \ " [ p ', da y before an exhibition opens reserved 

for artists to varnish and put finishing touches to their paintings, lit . 

varnishing, fr. verms varnish — more at varnish] (1926) : a privalc 

showing or preview of an art exhibition 
jye.ron.i-ca \v3 ; ' r an-i-k 3 \ n [NL, genus of herbs] (1527) : speedwell 

fa^sM Veronica](l7(A): an image of Christ's 

S v? V % been .'^Pressed on the cloth that St. Veronica gave 

him to wipe his face with on the way to his crucifixion; also : a clolh 

resembling the legendary one of St. Veronica 

Tn r whEh1h [Sp ver6 ™ ca - fr " St ; 0926) : a pase in bullfighting 

he m 5Hnr e ^ P . e L S . s ? un & * ] ° w] y awa V from the charging bull whilt 
the matador keeps his feet in the same position 

now iqUe S ° y e * ro " ni q ue \.va-ro-'nek\ od/ [F Veronique Veronica) 
IJV^/J : prepared or garnished with usu. white seedless grapes <solc 

7i r 565? a YK r t^} Pl "° ae >'°Y*'- -' kT ' ^ t L - more a* wart] 
Jl^t L ! wart or warty skin lesion 2 : a warty elevation on ; 
plant or animal surface 

V f903 C ) a : wart la V ' V3l -'e ar - 3S ' -'e er A " [NL, lit., common verruca] (ca. 

ver-rujcose Xva-VU-.kosX adj (1686) : covered with warty elevations 

V ww S n, V/.f r " S ? ' Var " X t 5 " 01 *. 1 for ««'"wrsfl(l archaic (1592) : entire, 
whole <as pale as any clout in the ~ world — Shak > 

Tn^H 1 N V3rs -* nt \ f a ^' [L ver5a«/- ( verso/is. prp. of ve/we. vcrsor/ to 

TKED ^"roi^^OT a,Cl(,645> ,arC ^ a,C: EXPERIENCED. PRAC-- 

^ Vvars-'ht, ye( 3 )r-'san\ „ [F, fr. MF, fr. prp. of verser to turn. 

Fi^if- L .J r5a / e to ,ur "'. ^. its shedding of water] (1851) 1 : the 

f ?^L?naT^on 3 m ° Unta,n Cha,n 2 : Ihe general slope of a country 

7n^!fv V f 3r ' S3t '1' €SP Brit :**-*M\ a <1J CF or L; F, fr. L versatilis turn- 
nSrfo i V , versa -' U5 - PP- of ver^re to turn, fr. versus, pp. of verterA 
Jilw?^ 1 1 c t an ^ ,ng or "gating readily : variable % — disposi- 
il?o lnl ; «" brac,n « a vanety of subjects, fields, or skills; also : turn- 
5 ea l efr ,p rn o ne,h '"g to another 3 a (1) : capable of turning 
forward or backward : reversible <a — toe of a bird) (2) : capable oi 

£n?jf ! f tera1 ^ b of an anther: hav- 

ing the filaments attached at or near the middle so as to swine freelv 4 
tilplvv 8 i7i\2 y "f, s o r applications <~ building material) — vef-sa- 
vlr cI y *fiV« *\ v ' •• t,1 ' ,e \ f rfv — ver-sa-tile-ness \- 9 l-n 3S , -,til-n 3 s\ /, 
"^^^^^^ 1755)1 «he quality or state of bein, 

Twi^a^ca^^ " ^ "**«y vc«e] (1803) 

■verse \\m\ n [ME vers. fr. OF & OE; both fr. L versus, lit., turning, fr 
versus, pp. oi verier e to turn — more at worth] (bef. 1 2c) 1 : a line oi 
metrical writing 2 a (1) : metrical language (2) : metrical writing 
FTRv n f U,S K ed l r ? m P^'y^P. by its lower level of intensity ■ (3)" 
countrv) 3- ^taot! "*/ b ° dy of u rne L ricaI writin g ^ as of a period or 
ff iJr n-u. s T anz a. 4 : one of the short divisions into which a chan- 
ter of the Bible is traditionally divided 1 
-£ e . Jn vers ^ d J vers :'ng W (bef. 1 2c) : to make verse : versify ~ vt I 

a' t ° telIorce lf brate ! n v r se 2: to turn into verse 

Averse versed; yers-ing [back-formation fr. versed, fr. L versatus. pp. ol 
nnTn^7^ e a ^' V f e ' ^f.occupied (in), pass, of versare to turn, fr versj.v 
Wri™ C,OSC as ^ iatio "' "»<*y> " experieno 

V . e T c e il \' V3rs - 3t ' -' el > .vsr-^setX n [ME, fr. OF, dim. of vers verse] (LV) 
. a short verse esp. from a sacred book (as the Koran) 



